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Dear Dr. David Lukton: 



In the past (see fax correspondence on 2-25-2003) we requested an amendment to A 
Continuation based on USPTO 6,294,695. We are not sure that this was amended because it 
was in amongst a petition revival process. In the case that this was overlooked we now 
request an amendment to the current status of this application to a "Continuation" of patent 
USPTO 6,294,695. This is based on the fact that two authors on our present application 
09/725/030 are the same as those on USPTO 6,294,695. 

To affect this change we need the first paragraph to read: 

" " I. Field of the Invention 

This application is a continuation in part of application 09/258732, filed 2/26/99 now US Patent 
6,294,695. Tubulin is an intra-cellular protein that polymerizes to form structural components of the 
cytoskeleton called microtubules. Typical tubulin ligands such as colchicine, paclitaxel, vinblastine, 



epothilones, halicondrins, benomyl and mebendazole directly inhibit cell division by binding to 
tubulin which subsequently arrests cells in mitosis. This is the basis of their therapeutic value, such 
as treating gout with colchicine, restenosis with paclitaxel, cancer with paclitaxel, vinblastine, 
epothilones and halichondrins, and fungal infections with benomyl and malaria and helminths with 
mebendazole. We have developed two compounds which set two new precedents for tubulin ligands: 
First, they covalently bind to tubulin creating a stable conjugate that inhibits tubulin polymerization. 
And second: they arrest cells in the S-phase of the cell cycle. We have shown that there is therapeutic 
potential for these ligands and their novel characteristics such as low resistant cell line generation 
rates and short exposure time make them ideal for therapeutic regimes where side effects of 
chemotherapy are a major issue. 

The original first paragraph read: 
" " I. Field of the Invention 

Tubulin is an intra-cellular protein that polymerizes to form structural components of the 
cytoskeleton called microtubules. Typical tubulin ligands such as colchicine, paclitaxel, vinblastine, 
epothilones, halicondrins, benomyl and mebendazole directly inhibit cell division by binding to 
tubulin which subsequently arrests cells in mitosis. This is the basis of their therapeutic value, such 
as treating gout with colchicine, restenosis with paclitaxel, cancer with paclitaxel, vinblastine, 
epothilones and halichondrins, and fungal infections with benomyl and malaria and helminths with 
mebendazole. We have developed two compounds which set two new precedents for tubulin ligands: 
First, they covalently bind to tubulin creating a stable conjugate that inhibits tubulin polymerization. 
And second: they arrest cells in the S-phase of the cell cycle. We have shown that there is therapeutic 
potential for these ligands and their novel characteristics such as low resistant cell line generation 
rates and short exposure time make them ideal for therapeutic regimes where side effects of 
chemotherapy are a major issue. " " 

Thank you for incorporating this amendment. 
Yours sincerely, 



Ashley Davis. 



